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DETAILED ACTION 

Status of Application 

The Examiner thanks the Applicants for their timely reply filed on 26 March 2008, in the 
matter of 10/518,909. A response to the remarks and amendments are herein presented under 37 
CFR§ 1.113. 

The Examiner acknowledges that no new claims have been added and that no new matter 
has been added as a result of amendments made to the claims. It is further noted by the Examiner 
that the scope of the instant claims have been amended in terms of the claim dependencies. 
Otherwise stated, all dependent claims have been amended to depend from claim 1 . 

Claims 1-22 still represent all claims currently presented for examination on the merits. 

Response to Remarks 

The Abstract and the Title of the Invention have both been amended and thus the 
objections are withdrawn. 

The objections to claims 1, 5-7, 15, 17, 19 and 20 are withdrawn in view of the 
amendments made to Applicants' claims. 

The rejections made to claims 5 and 14 under 35 USC §112, second paragraph, are 
rendered moot in view of Applicants' amendments. Thus the rejections are withdrawn. 

The rejections made to claim 16 under both 35 USC §112, second paragraph, and 35 USC 
§101 are rendered moot in view of Applicants' amendment. The rejection is thus withdrawn. 

The rejection made to claims 1, 2 and 4-22 under 35 USC § 102(b), as being anticipated by 
Bar-Shalom et al. (USPN 5,213,808), is withdrawn. 
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The rejection made to claims 1-15 and 17-22 under 35 USC § 103(a), as being unpatentable 
over Bar-Shalom et al. (USPN 5,213,808), is maintained. 

Information Disclosure Statement 

No new Information Disclosure Statements (IDS) have been submitted for consideration. 

MAINTAINED REJECTIONS 

The following rejection is maintained from the previous Office Action dated 26 October 

2007: 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 
rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 1-15 and 17-22 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Bar-Shalom et al. (U.S. Patent 5,213,808). 

Bar-Shalom et al. teaches a multi-layered article for controlled, pulsatile delivery of an 
active substance, as described above. Despite teaching the use of both ethyl cellulose and 
hydrogenated oils as miscible excipients within the same embodiment, Bar-Shalom teaches no 
specific ratio (e.g. 95:5 to 30:70) of the former to the other the latter. 
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However, the adjustment of particular conventional working conditions (e.g. determining 
result effective amounts of the ingredients beneficially taught by the cited references, especially 
within the broad ranges instantly claimed), is deemed merely a matter of judicious selection and 
routine optimization, which is well within the purview of the skilled artisan. 

Accordingly, this type of modification would have been well within the purview of the 
skilled artisan and no more than an effort to optimize results. 

Response to Arguments 

Applicants' arguments with regard to the 103(a) over rejection to claims 1-15 and 17-22 
have been fully considered, but they are not persuasive. 

Applicants argue that the controlled release article practiced by Bar-Shalom ('808 patent) 
differs from the instantly claimed delivery system on the grounds that the two compositions 
operate under different delivery mechanisms, that the specific ratio of ethylcellulose to 
hydrogenated oils is neither taught nor suggested in the '808 patent, and that the particular 
components/excipients have different uses/roles with regard to the instantly claimed composition 
versus that which is taught in the art. Applicants further state that the Examiner employs 
impermissible hindsight in order to establish a case of prima facie obviousness. 

In response to Applicants' argument that the Examiner's conclusion of obviousness is 
based upon improper hindsight reasoning, it must be recognized that any judgment on obviousness 
is in a sense necessarily a reconstruction based upon hindsight reasoning. But so long as it takes 
into account only knowledge which was within the level of ordinary skill at the time the claimed 
invention was made, and does not include knowledge gleaned only from the applicant's disclosure, 
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such a reconstruction is proper. See In re McLaughlin, 443 F.2d 1392, 170 USPQ 209 (CCPA 
1971). 

In response to Applicants' argument that the references fail to show certain features of 
Applicants' invention, it is noted that the features upon which Applicants rely (i.e., purpose for 
using the instantly claimed excipients and the roles of the excipients in the overall delivery 
system) are not recited in the rejected claims. Although the claims are interpreted in light of the 
specification, limitations from the specification are not read into the claims. See In re Van Geuns, 
988 F.2d 1181, 26USPQ2d 1057 (Fed. Cir. 1993). 

Regarding Applicants' argument that the mechanisms of operation for both the instantly 
claimed composition and the article practiced by Bar-Shalom arc "entirely different", the 
Examiner respectfully submits that although claims are read in light of the specification, in order 
to be given patentable weight, a functional recitation in the claims must be supported by recitation 
in the claims of sufficient structure to warrant the presence of the functional language. In re 
Fuller, 1929 CD. 1 72; 388 O. G. 279. In the instant case, the skilled artisan would not know the 
particular structure that allows the dosage form to float on the surface of the gastric fluid for a 
prolonged period from 30 minutes to 10 hours. 

Lastly, regarding Applicants' traversal of the compositional ratios taught by the references, 
the Examiner respectfully submits that Applicants have provided no evidence to conclusively 
show that optimization of the any of the components, particularly the ratio of ethylcellulose to 
hydrogenated oils, in accordance with the teachings of Bar-Shalom et al. would lead to a product 
that is not of the instant claims. Though the specific ratio range is not expressly taught in the '808 
patent, optimization of the layer (e.g. coating layer) comprising multiple excipients such as 
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ethylcellulose and hydrogenated vegetable oils would have been customary and well within the 
purview of the skilled artisan (col. 15, line 44 to col. 16, line 53). The artisan of ordinary skill 
would have been highly expected to succeed in achieving the claimed excipient ratios particularly 
where a motivation the release properties of a coating layer or dosage existed. 

As no evidence of criticality has been presented by Applicants on behalf of the 
aforementioned, the teachings of the reference, as cited in the maintained 35 USC §103 rejection 
above, continues to read on and render obvious claims 1-15 and 17-22 of the instant application as 
well as the newly added claim 16, as discussed below. 

New Grounds of Rejection 
Claim Rejections - 35 USC § 112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 4, 5, and 7-10 rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant regards 
as the invention. Each of the claims recites the limitation "said pharmaceutical aids" in lines 1-2 
of each of the claims. There are insufficient antecedent bases for this limitation in the claims. The 
lack of antecedent basis for the limitation renders the claims indefinite because it is unclear which 
"pharmaceutical aids" as recited in the dependent claims are used in which of the two layers of the 
bilayer dosage form, particularly since the use of "pharmaceutical aids" in each of the layers is 
optional. Herein, and for the purposes of examination on the merits, the Examiner broadly and 
reasonably interprets the composition of claim 1 as opting to not include "other pharmaceutical 
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aids" in either of the claimed layers. As such, dependent claims 4, 5, and 7-10 are further broadly 
and reasonably interpreted by the Examiner as reciting the same subject matter as the instant claim 
1. 

Regarding claim 1 1, the phrase "suitable" renders the claim indefinite because it is unclear 
whether the limitation(s) following the phrase are part of the claimed invention. See MPEP 
§ 2173.05(d). Herein, and for the purposes of examination on the merits, the Examiner broadly 
and reasonably interprets the phrase "suitable processable form" as a limitation to the therapeutic 
active agent which allows it to be processed into a dosage form (e.g. dispersed within a polymer 
matrix). 

Regarding claim 15, the phrase "such as" renders the claim indefinite because it is unclear 
whether the limitations following the phrase are part of the claimed invention. See MPEP 
§ 2173.05(d). 

Claim Rejections - 35 USC §102 
The following is a quotation of the appropriate paragraphs of 35 U.S. C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on sale 
in this country, more than one year prior to the date of application for patent in the United States. 

Claims 1, 2, 4-17 and 19-22 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Conte et al. (USPN 5,464,633). 

The instant claims are directed to a bilayer pharmaceutical dosage form comprising: (1) a 
first layer which itself comprises a mixture of low bulk density pharmaceutical excipients 
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consisting of polymers such as ethylcellulose and additional compounds such as hydrogenated 
oils, waxes or fatty acids; and (2) a second layer which itself comprises the therapeutically active 
agent and controlled-release matrix polymers (claims 1, 4, 5, 7-10, 12, 14, 17, 19 and 22). Claims 
4, 5 and 7-10, recite the same subject matter as claim 1, as discussed above. Wherein the 
therapeutically active agent has a "narrow absorption window in the gastrointestinal tract" as 
recited in the instant claim 12, is considered by the Examiner to be an inseparable property of the 
drug (see MPEP §21 12.02(11)). The limitation recited in claim 14 wherein the drug is "for local 
treatment of the gastrointestinal tract", is considered by the Examiner as a recitation of intended 
use and thus holds no patentable merit since said use does not impact the instantly claimed 
composition (see MPEP §2111). The limitation recited in claim 17 wherein the two layers of the 
composition are prepared by granulation or compression, is considered by the Examiner to be a 
product-by-process limitation, which also holds no patentable weight with regard to the 
composition it purports to create (see MPEP §2113). With regard to the functional limitation 
recited in claim 19 "wherein the dosage form floats on the surface of the gastric fluid for [a] 
prolonged period from 0.5 to 10 hours", until some material difference(s) in the properties of the 
composition are demonstrated, said limitation is considered by the Examiner to be directed toward 
the instantly claimed bilayer composition. Claim 22 is viewed by the Examiner as reading on the 
subject matter of claim particularly since it recites a product-by-process limitation (e.g. "prepared 
according to the present invention") as well as an intended use (e.g. "suitable for human 
administration"). The combination of ethylcellulose and hydrogenated oils in the first layer is 
recited in claim 2. Controlled-release matrix polymers for the second layer are recited in claim 6. 
Limitations to the therapeutically active agent are recited (claims 11,13 and 15). Claim 20 recites 
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the bilayer dosage form of claim 1 as being coated with either a rapidly dissolving water soluble 
film- forming polymer or a rapidly dissolving pharmaceutical excipient. With regard to the former, 
the Examiner interprets this limitation in light of Applicants' specification as including cellulose 
derivatives such as hydroxypropyl methylcellulose and ethylcellulose (see pg. 11, lines 23-24). 
Forms of the bilayer composition are recited in claim 21 . A method of using the composition of 
claim 1 comprising oral administration to a human patient is recited in claim 16. 

Conte teaches gastroresistant and enterosoluble bilayer tablets having a core which 
comprises a therapeutically active agent and an aqueously-responsive polymeric substance, a layer 
applied externally to said core and a coating (Abstract and Figure 1). The pharmaceutical bilayer 
tablet for oral administration is taught as having a core layer and an external layer which is applied 
to the core via compression (claim 1). Said core layer is further taught as comprising an active 
substance and a controlled release polymeric matrix comprised of hydroxypropyl methylcellulose 
(HPMC), whereas said external layer is taught as comprising compounds such as adjuvants and 
excipients (claim 1). Ethylcellulose and hydrogcnatcd castor oil are taught as specific adjuvant 
and excipient substances which are used in the external layer (claim 14). The active agent is 
taught as being dispersed in a tablet core comprising HPMC (claim 1 and Example 1). General 
categories of therapeutic active agents such as non-steroidal anti-inflammatory drugs (NSAIDs) as 
well as specific active agents such as diltiazem are taught (claims 2 and 4, respectively). Figure 1 
and claim 15 teach the presence of a coating which surrounds the bilayer tablet and consists 
cellulose derived polymeric materials such as cellulose acetophthalate, cellulose acetopropionate 
or cellulose trimellitate. 
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Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 
rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness or 
nonobviousness. 

Claims 1-22 are rejected under 35 U.S.C. 103(a) as being unpatentable over Conte et al. 
(USPN 5,464,633). 

The instant claims are directed to a bilayer pharmaceutical dosage form, as discussed 
above. Claims 3 and 18 respectively recite a ratio of ethylcellulose to hydrogenated oils and a 
mass range for the presence of the active agent in the core. 

The teachings to Conte et al. are discussed above. 

However, Conte does not expressly teach either the ratio of ethylcellulose to hydrogenated 
oils or the range of active agent present, as claimed by Applicants. Since the values and formats 
of each parameter with respect to the claimed composition are adjustable, it follows that each is a 
result-effective parameter that a person having ordinary skill in the art would routinely optimize. 
Optimization of parameters is a routine practice that would be obvious for a person of ordinary 
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skill in the art to employ. For example, Conte teaches at claim 6 that the core of the tablet 
contains a percentage of polymeric substance ranging from 1-90% by weight of the core, thereby 
demonstrating that the active substance is similarly adjustable. Examples lb and 4b also teach 
different granular formulations used as external layers for the tablet cores. Thus, it would have 
been customary for an artisan of ordinary skill, to adjust the ratio of the claimed ratio of 
ethylcellulose to hydrogenated oils in the composition, particularly in view of the Examples and 
claim 14, in order to achieve the desired controlled-release, coated, bilayer tablet. Thus, absent 
some demonstration of unexpected results from the claimed parameters, optimization of any of 
these parameters would have been obvious at the time of Applicants' invention. 

All claims have been rejected; no claims are allowed. 

Conclusion 

Applicants' amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 CFR 
1 .136(a) will be calculated from the mailing date of the advisory action. In no event, however, 
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will the statutory period for reply expire later than SIX MONTHS from the mailing date of this 
final action. 
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